AMENDMENT UNDER 37 C.F.R. §1.111 
Application No. : 1 0/53 1 ,874 



Attorney Docket No.: Q87423 



AMENDMENTS TO THE CLAIMS 

This listing of claims will replace all prior versions and listings of claims in the 
application: 

LISTING OF CLAIMS: 

1 . (currently amended): A method for treating obesity in a mammalian subject, 

which comprises administering to a mammalian subject in need of reduction of body weight an 

effective amount of a 15-keto-16-mono or dihalogen prostaglandinJE^ compound as shown by 

the following formula (I) Formula (ID to reduce body weight: 
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wherein L is oxo and M is h ydrogen or hydroxy, and the five-membered ring mav have 
one or more double bonds: 

A is -CH.. or -CH^O H. -COCH?OH. -COQH or a salt, ether, ester or amide thereof: 

B i s single bond, -CH.-CH.-. -CH=CH.. -CsC-. -CH,.CH,-CH,-. -CH=CH-CH,-. -CH.- 
CH=CH-. -C^C-CH,- or -CH^-C=C-: 

Zis 

o. 

Xi and Xo are hydrogen, lower alkvl. or halogem provided that at least one of and X2 
is halogen: 

R | is a saturated or unsaturated bivalent lower or medium aliphatic hydrocarbon residue, 
which is unsubstituted or substituted with halogen, alkvl. hydroxy. 0x0. arvl selected from the 
group consisting of phenyl, tolvl and xvlvl which is unsubstituted or substituted or heterocyclic 
group selected from the group consisting of furvl. thienvl. pyrrolvl. oxazolvl. isoxazolvL 
thiazolvl. i sothiazolvl. imidazolvl pvrazolvl. furazanvl. pvranvl. pvridvL pvridazinyl. pyrimidvl. 
pyrazinvL 2-pvrrolinyl. pyrrolidinvl. 2-unidazolinvL imidazolidinvL 2-pyrazolinyl 
pyrazolidi nvl. pjperidino. piperazinvl. moroholino. indolvl. benzothienvl. auinolvl. isoauinolvl. 
purinvl. quinazolinvl. carbazolvl. acridinvL phenanthridinvl benzimidazolvL benzimidazolinvl. 
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benzothiazolvl and ph enothiazinvl which is unsubstituted or substituted, and at least one of 
carbon atom in the alip hatic hydrocarbon is optionally substituted bv oxveen. nitrogen or sulfiir: 
Ri is a single bond or lower alkvlene: and 

is lower alk vL lower alkoxy. lower alkanoyloxv. cyclodower^alkvl. 
cvclonower'talkvloxy. arvl. arvloxy. heterocyclic group or heterocvclic-oxv group: 
wherein L, M and N oro hydrogen atom, hydroxy, halogen atom, lower ollcyl, 
hydroxy(lowor)alkyl, lower allconoyloxy or oxo, whoroin at loaot ono of L and M io a group other 
than hydrog e n, and th e five momberod ring may have at l e aat on e double bond; 

Aig CH»,or CII^OH, COCRiOH, COOH or a oalt, other, ootor or amido thereof; 

B io oinglo bond, CII^ CH^ , CH-CH , C=C . CIL CII^ ClU , CH-CH CH^ , CRt - 

CH-CH , C^C Clh or CH^ C^C ; 

Z io C-0; 

R t is a saturat e d or imgatumt e d bival e nt lower or m e diimi aliphatic hydrocarbon r e sidu e , 
which is unaubfltitutod or substitut e d with halog e n, alkyl, hydroxy, oxo, oryl s e l e cted from the 
group consisting of phenyl, tolyl and xylyl which io unsubstituted or substituted or h e t e rocyclic 
group select e d from th e group consisting of fiiryl, thionyl, pyrrolyl, oxazolyl, isoxazolyl, 
thiazolyl, isothiazolyl. imidazolyl, pyrazolyl, furazonyl, pyranyl, pyridyl, pyridazinyl, pyrimidyl, 
p>Tazinyl, 2 pyrrolinyl, pyrrolidinyl, 2 imidozolinyl, imidozolidinyl, 2 pyrazolinyl, 
pyrazolidinyl, piporidino, piporazinyl, morpholino, indolyl, bonzothionyl, quinolyl, isoquinolyl, 
purinyl, quinazolinyl, oarbazolyl, acridinyl, phenanthridinyl, bonzimidazolyl, bonzimidozolin yl; 
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b e nzothiazolyl and phcnothiazinyl which ia unsubatitutod or aubotitutod, and at loost one carbon 
atom in tho diphatio hydrocarbon is optionally oubotitutod by o?cygon, nitrogen or oulfur; and 

Ra io g aaturatod or unoaturat e d lower or medium oliphatio hydrocarbon rooiduo, which is 
unaubotitut e d or oubatitutod with one or more oubotituonts oolootod from tho group oonaioting of 
halogen, oko, hydro3cy, lower allcoxy, lower ollcanoyloKy, cyclo(lowor)alkyl, 
cyclo(lowor)alkyloKy, ar)^, oryloxy, hotorooyclio group and hotorooyclio oxy group; lower 
olkoKy; lower allconoylo?cy; oyclo(lowor)allc>1; eyolo(lower)allcyloKy; ar>'l; ar>1o?(y; hot e rooyolio 
group; or h e tcrooyolio oxy; 

wherein said treating comprises care, relief, attenuation, or arrest of progression of 
obesity. 

2. (canceled). 

3. (canceled). 

4. (canceled). 

5. (currently amended): The method as described in Claim 1 , wherein said 15-keto- 
16-mono or dihalogen prostaglandin Rj^ compound is a 13,14-dihydro-15-keto-16-mono or 
dihalogen-prostaglandin^ compound. 

6. (canceled). 
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7. (currently amended): The method as described in Claim 1 , wherein said 15-keto- 
16-mono o r dihaloeen p rostaglandin compound is a 13,14-dihydro-15-keto-16-mono or 
difluoro-prostaglandinJEi compound. 

8. (canceled). 

9. (canceled). 

10. (canceled). 

1 1 . (currently amended): The method as described in Claim 1 , wherein said 15-keto- 
16-mono or dihalogen p rostaglandin Ej^ compound is a 1 3,1 4-dihydrO"15-keto- 16,1 6-difluoro- 
prostaglandin Ei compound or 13,14-dihydro-15-keto-16,16-difluoro-18-methyl-prostaglandin 
El compound. 

12. (original): The method as described in Claim 1, which comprises systemic 
administration 1-4 times per day or continuous administration at the amount of 0.01-100 ^ig/kg 
per day. 

13. (original): The method as described in Claim 12, wherein the administration is at 
the amount of 0.1-10 ^ig/kg per day. 

14. (canceled). 

15. (canceled). 

16. (canceled). 
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17. (canceled). 

18. (canceled). 

19. (canceled). 

20. (canceled). 

2 1 . (currently amended): A method for reducing body weight in a mammalian 
subject which comprises administering to a mammalian subject in need of tteatment for obesity 
an effective amount of a lS-keto-16-mono or dihaloeen prostaglandin^ compound as shown by 
the followin g formula (D Formula flH to reduce body weight: 



L 

>^ — A 









(1) 



f B — Z — Ra 
M 



wherein L, M and >J ar e hydrogen atom, hydroxy, hologon atom, lower allcyl, 
hydroxy(lowor)alkyl, lower alkanoyloxy or oxo, wherein at least one of L and M io a group other 
than hydrog e n, and the five memb e r e d ring may hove at loaot one double bond; 

A4s-€} ^, or CRtOH, COCII^OH, COOH or a oalt, eth e r, eotor or amide thereof; 

B io aingle bond, CII^ CH^ , CH-CH , C = C , CI - L Clh Clh , CH-CH CRt , Clit - 
CH-CH , C-C CIL or Clh C~C ; 
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Z io C-O; 

Rj . is a saturat e d or unsaturat e d bivalent lower or medium aliphatic hydrocarbon residue, 
which is unsubstituted or substitut e d with halog e n, alkyl, hydroxy, oxo, aryl s e l e ct e d from th e 
group consisting of phenyl, tolyl and xylyl which is unsubstituted or substitut e d or het e rocyclic 
group s e lect e d from th e group consisting of furyl, thi e nyl, pyrrolyl, oxazolyl, isoxazolyl, 
thiazolyl, isothiazolyl, imidazolyl, pyrazolyl, furazanyl, pyranyl, pyridyl, pyridazinyi, pyrimidyl, 
p>Tazinyl, 2 pyrrolinyl, pyrrolidinyl, 2 imidazolinyl, imidazolidinyl, 2 pyrazolinyl, 
pyrozolidinyl, piperidino, pip e razinyl, morpholino, indolyl, benzothi e nyl, quinolyl, isoquinolyl, 
purinyl, quinazolinyl, carbazolyl, acridinyl, ph e nanthridinyl, b e nzimidazolyl, b e nzimidazolinyl, 
b e nzothiazolyl and ph e nothiazinyl which is unsubstitut e d or substitut e d, and at least on e carbon 
atom in the aliphatic hydrocarbon is optionally substitut e d by oxyg e n, nitrogen or sulftir; and 

Ra is a saturat e d or unsaturated low e r or m e dium aliphatic hydrocarbon r e sidu e , which is 
unsubstitut e d or substitut e d with on e or mor e substitu e nts s e l e ct e d from th e group con s isting of 
halogen, oxo, hydroxy, low e r olkoxy, low e r olkanoyloxy, oyolo(low e r)alkyl, 
oyclo(lower)alkyloxy, aryl, aryloxy, h e t e rocyclic group and h e t e rocyclic oxy group; low e r 
alkoxy; low e r alkanoyloxy; cyolo(lower)alkyl; cyolo(low e r)alkyloxy; oryl; aryloxy; h e t e rocyclic 
group; or h e t e rocyclic - oxy; 
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L 




wherein L is o xo and M is hydrogen or hydroxy, and the five-membered ring mav have 
one or more double bonds: 

A is -CH.. or -CH2OH. -COCH2OH. -COOH or a salt, ether, ester or amide thereof: 

B is single bond. -CH;- CH,-. -CH=CH-. .C=C-. -CH;-CH.-CH?-. -CH=CH-CH?-. -CH;- 
CH=CH-. -CsC-CH.- or -CH7-C=C-: 

Zis 

o 

Xi and X2 are hydrogen, lower alkvL or halogen, provided that at least one of and X2 
is halogen: 

Ri is a saturated or unsaturated bivalent lower or medium aliphatic hydrocarbon residue. 
which is u nsubstituted or substituted with halogen. alkvL hydroxy. 0x0. arvl selected from the 
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group consisting of phe nyl, tolvl and xvlvl which is unsubstituted or substituted or heterocyclic 
group selected from the group consisting of furyl. thienvl. pyrrolvl. oxazolvl. isoxazolvL 
thiazolvl isothiazolyl. imidazoWl. py razolyl. furazanyL pvranyl. pyridyl. pyridazinyl. pyrimidyl. 
pvrazinyl. 2-pvrrolinvL pvrrolidmvl. 2-imidazolinvL imidazolidinvl. 2-pvrazolinyl. 
PvrazolidinyL pioeridino. piperaziny L moroholino. indolyl. benzothienyl. ouinolyl. isoauinolvl. 
purinvl. Quinazolinyl. carbazolvl. acrid invl. phenanthridinyl. benzimidazolvl. benzimidazolinvl. 
benzothiazolyl and ph enothiazinyl yyhich is unsubstituted or substituted, and at least one of 
carbon atom in the ali phatic hydrocarbon is optionally substituted by oxygen, nitrogen or sulfur: 
is a single bond or lovyer alkylene: and 

R\ is lower alkvl. lower alkoxy. lower alkanovloxy. cvclonower)alkvl. 
cyclo(low er)alkyloxy. aryl. aryloxv. heterocyclic group or heterocvclic-oxv group: 

wherein said treating comprises care, relief, attenuation, or arrest of progression of 
obesity. 

22. (canceled). 

23. (canceled). 

24. (currently amended): The method as described in Claim 1, wherein said 15-keto-16- 
mono or dihalogen prostaglandin Rj^ compound is a 13,14-dihydro-15-keto-16-mono or 
dihalogen-prostaglandin El compound. 

25. (currently amended): A method for treating obesity in a mammalian subject, which 
comprises administering to a mammalian subject in need of reduction of body weight an 
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effective amount o f a compound which is 13,1 4-dihydro- 1 5-keto- 1 6, 1 6-difluoro4^'€Sj - PGE) or a 
salt, ether, ester or amide thereof tn reduce body weight, wherein said treating comprises care, 
relief, attenuation, or arrest of progression of obesity. 

26. (new): The method according to Claim 25, wherein the compound is 1 3, 1 4- 
dihydro-15-keto-16,16-difluoro PGEi. 
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